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Purpose: Pirfenidone (5-methyl-1-phenyl-2-[1H]-pyridone) is a new, broad-spectrum agent that has an inhibition effect
on the proliferation, migration, and collagen contraction of human Tenon’s fibroblasts, and thus modulating the wound
healing process of glaucoma filtering surgical site. This study investigated the pharmacokinetics of topically administered
pirfenidone (0.5%) in rabbit eyes.
Methods: Pirfenidone solution (50 μl) was instilled into the rabbit’s conjunctival sac. The rabbits were quickly sacrificed
at 2, 5, 8, 10, 15, 20, 30, 60, 90, and 120 min after the administration and ocular tissues were obtained. The concentrations
of pirfenidone in conjunctiva, sclera, cornea, aqueous humor, and vitreous were determined by high performance liquid
chromatography.
Results: After topical administration, there was wide distribution and fast clearance of pirfenidone among the various
ocular tissues. The mean maximum concentrations (Cmax) of pirfenidone in cornea, conjunctiva, sclera, aqueous humor,
and vitreous were 9.64 mg/g, 9.62 mg/g, 2.13 mg/g, 34.88 mg/l and 0.52 mg/l, respectively. The half-life for these tissues
was 18.26, 34.16, 15.71, 70.91, and 39.48 min, respectively.
Conclusions: Measurable concentrations of pirfenidone are achieved in ocular tissues after topical application in rabbit
model. Topical administration of pirfenidone may be an effective approach for modulation of wound healing responses
in glaucoma filtration surgical site.
Glaucoma  is  the  second  leading  cause  of  blindness
worldwide  [1].  Elevated  intraocular  pressure  (IOP)  is
considered as the most consistent risk factor for glaucoma
[2],  although  the  pathogenesis  of  glaucomatous  optic
neuropathy remains unclear. Glaucoma filtration surgery such
as trabeculectomy remains the mainstream of treatment [3].
Specifically, trabeculectomy offers an IOP-lowering effect by
creating  an  outflow  pathway  from  anterior  chamber  to
subconjunctival spaces [4]. One of the important reasons for
the failure of this surgery is scarring at filtering surgical site,
which could block the aqueous humor outflow [5]. To address
this problem, many anti-fibrotic products (e.g., 5-fluorouracil
and mitomycin C) have been developed [4]. However, the
administration  of  these  agents  has  been  limited  by  their
toxicity and unappreciated complications (e.g., bleb leakage,
hypotonous  maculopathy,  and  infectious  endophthalmitis)
[6-11].
Pirfenidone  (5-methyl-1-phenyl-2-[1H]-pyridone)  is  a
new and broad-spectrum agent that has anti-fibrotic and anti-
inflammatory  effect  in  organs  such  as  lung  [12,13],  liver
[14], and kidney [15]. In a recent phase III multi-national
clinical trial, pirfenidone has been shown to have beneficial
effects  for  patients  with  various  stages  of  idiopathic
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pulmonary fibrosis [16]. While the efficacy and safety of oral
pirfenidone have been established in such specific diseases,
limited data are available in its ophthalmic use.
Our group has previously shown that pirfenidone can
prevent proliferation, migration and collagen contraction of
human Tenon's fibroblasts in vitro [17]. We found that the
inhibiting roles of pirfenidone on human Tenon's fibroblasts
may be achieved by inhibiting mRNA and protein expression
of  transforming  growth  factor-β  (TGF-β)  isoforms  [17].
Furthermore,  we  demonstrated  that  postoperative
administration  of  0.5%  pirfenidone  was  associated  with
improved bleb survival in rabbit glaucoma surgery model
[18].  In  addition,  pirfenidone  has  been  shown  to  inhibit
expression of tissue inhibitors of metalloproteinases-1 and it
has anti-fibrotic effects on orbital fibroblasts from patients
with thyroid-associated ophthalmopathy [19]. These findings
warrant the potential therapeutic effects of pirfenidone for
glaucoma filtration surgery and other fibrosis-related ocular
diseases. To our knowledge, however, critical information
regarding  the  pharmacokinetics  of  pirfenidone  in  various
intraocular  tissues  has  not  been  available.  This  study
investigated the pharmacokinetics of 0.5% pirfenidone as a
topically administered solution in eyes of live rabbits.
METHODS
Animals: The study was conducted according to the ARVO
Statement for the Use of Animal in Ophthalmic and Vision
Research. The study was approved by the Welfare Committee
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2191of Animals in Zhongshan Ophthalmic Center, Guangzhou,
China. Sixty Albino rabbits, weighting 2–2.5 kg each, were
obtained  from  Medical  Laboratory  Animal  Center,
Guangdong Province. All animals were housed in clean cages
at ambient temperature, and were acclimatized for at least one
week before use.
Drug  preparations:  Pirfenidone  was  provided  by  Sigma-
Aldrich Co. (St. Louis, MO). Pirfenidone was dissolved in
sterile water to achieve a final concentration of 0.005 g/ml
(0.5%  pirfenidone).  The  solutions  were  sterilized  by  the
manufactory laboratory of Zhongshan Ophthalmic Center and
then distributed equally into 60 sterile plastic eye-drop bottles,
each assigned to one rabbit.
Apparatus  and  chromatographic  conditions:  The  high-
performance  liquid  chromatograph  (HPLC;  Shimadzu,
Kyoto, Japan) apparatus consisted of a Shimadzu LC-20AT
separation  module  and  an  SPD-20A  UV  detector  (Kyoto,
Japan). Study was performed on a Luna 5-μm C18 column
(150 mm×4.6 mm; Phenomenex, Torrance, CA). Samples
Figure 1. Chromatograms of cornea extracts. A: The chromatogram
of blank cornea. B: The chromatogram of blank cornea spiked with
pirfenidone and I.S. C: The chromatogram of cornea from the rabbit
eye treated with pirfenidone and I.S.
were eluted from the column with an acetonitrile (A)-water
(W)  mobile  phase  (with  a  programming  of  0~5  min:
35%A→65%A,  65%W→35%W;  5~5.5  min:
65%A→35%W;  5.5~8  min:  65%A→35%A,
35%W→65%W).  Sample  (20  μl)  was  injected  into  the
column for analysis with a flow rate of 1 ml/min and the UV
absorbance detector operated at 310 nm.
Preparation  of  standard  samples:  A  stock  solution  of
pirfenidone  was  prepared  and  diluted  with  methanol  to
prepare working solutions at a variety of final concentrations
(24.6, 12.3, 2.46, 1.23, and 0.62 mg/l). Working calibration
curves for conjunctiva and aqueous humor were generated by
adding a stock solution of pirfenidone to each of the blank
matrices of aqueous humor or homogenates of conjunctival
tissue.  Ethyl  4-aminobenzoate  (Sigma-Aldrich  Co.)  was
mixed with methanol and used as internal standard (IS), with
the concentration of 2.76 mg/l.
Intra-day and inter-day precision: Intra-day and inter-day (on
three different days) precision of measurement was evaluated
by analyzing vitreous sample spiked with pirfenidone at the
concentrations  of  30.75,  0.62,  and  0.077  mg/l.  At  each
concentration, there were five repeated measurements and the
precision  was  determined  by  relative  standard  deviation
(RSD).  A  RSD  <15%  was  considered  acceptable.  The
extraction  recovery  of  pirfenidone  was  measured  by
comparing the peak height of the extracted pirfenidone with
that of the un-extracted standard sample. To prepare extracted
samples, vitreous (0.1 ml) were separated and homogenized
with 0.5 ml methanol. The supernatants were extracted and
mixed with 50 μl pirfenidone and 50 μl IS. Each mixture was
centrifuged at 15,294× g for 5 min. Supernatants (20 μl) were
used as extracted samples.
Stability study: After 3 cycles of freezing and thawing within
4 h, different concentrations of pirfenidone (30.75, 0.62, and
0.077 mg/l) were stored at room temperature (25 °C) for 24
h. The stability of pirfenidone was determined by relative
error.  A  relative  error  within  ±15%  was  considered
acceptable.
Treatment protocol and tissue preparation: Sixty rabbits were
divided into ten groups with the use of a computer-assisted
evenly distributed random number list. One drop (50 μl) of
0.5% pirfenidone solution was instilled topically into one eye
of the rabbits. One group of six rabbits was sacrificed at the
following time points after the instillation of drug: 2, 5, 8, 10,
15, 20, 30, 60, 90, and 120 min. The eyes were enucleated and
the tissue samples of conjunctiva, cornea, sclera, aqueous
humor (0.1 ml) and vitreous (0.1 ml) were separated and
homogenized with 0.5 ml methanol and 50 μl IS. Each mixture
was centrifuged at 15,294× g for 5 min. The supernatants were
extracted,  evaporated  by  flowing  Nitrogen,  resolved  with
0.1ml methanol, and then centrifuged at 15,294× g for 5 min.
Supernatants (20 μl) were used for analysis.
Pharmacokinetics  analysis:  The  pharmacokinetics  of
pirfenidone in cornea, conjunctiva, sclera, aqueous humor,
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a non-compartmental model (WinNonlin Professional, ver.
5.0; Pharsight Co. Mountain View, CA). Areas under the
curve (AUC) were determined by a linear-trapezoidal method
and  the  terminal  half-life  (t1/2)  was  estimated  by  linear
regression of the concentration time points.
RESULTS
Chromatographic  separation  and  selectivity:  The
chromatograms of cornea are shown in Figure 1. Analysis on
the blank samples showed that there were no interfering peaks
in  the  chromatograms.  The  retention  time  for  pirfenidone
under the current conditions was around 4.3 min, and for
internal standard it was about 6.5 min.
Calibration  linearity:  Calibration  curves  for  assay  in
conjunctiva and aqueous humor developed with peak area
ratio  of  pirfenidone  to  internal  standard  versus  drug
concentration  were  linear  over  a  wide  range.  The  linear
regression model was Y=0.0008+1.4312X (r=0.999, ranging
from  0.02  to  6.15  mg/l)  for  conjunctiva,  and
Y=-0.0525+1.8425X  (r=0.998,  ranging  from  0.08  to
30.75 mg/l) for aqueous humor.
Intra-day and inter-day precision: At the concentrations of
30.75, 0.62, and 0.077 mg/l, the intra-day precision was 7.1,
5.5, and 8.4%, respectively, and the inter-day precision was
5.8, 3.6, and 6.9%, respectively. These results showed that the
method  was  reproducible.  For  these  concentrations,  the
extraction recoveries in aqueous humor were 97.2, 92.0, and
89.1%, respectively.
Stability study: All the concentrations of pirfenidone (30.75,
0.62, and 0.077 mg/l) were stable at room temperature for 24
h. The concentrations of pirfenidone did not deviate from their
original concentrations for more than 10%.
Ocular pharmacokinetics: Pirfenidone concentrations versus
time  profiles  in  various  ocular  tissues  after  topical
administration  are  shown  in  Table  1  and  Figure  2.  The
pharmacokinetic  parameters  are  listed  in  Table  2.  The
concentration of pirfenidone peaked within 20 min among all
the ocular tissues, and the distributions were fast. The Cmax
was 9.64 mg/g, 9.62 mg/g, 34.88 mg/l, 0.52 mg/l, and 2.13 mg/
g  for  cornea,  conjunctiva,  aqueous  humor,  vitreous,  and
sclera, respectively.
DISCUSSION
Pirfenidone has shown its anti-inflammatory and anti-fibrotic
effect in in vitro and in vivo models of pulmonary and renal
fibrosis  [16].  Pirfenidone  has  shown  its  excellent  oral  or
intravenous absorption and its pharmacokinetic behavior has
been studied in mice [20], beagle dog [21], horse [22], sheep
[23],  and  human  [24-26].  In  several  large-scale  phase  III
clinical trials, oral pirfenidone was safe and generally well
tolerated [16,27]. The most frequent side effects included
photosensitivity rash, nausea, dyspepsia, and dizziness [16,
27].
Pirfenidone is known to inhibit a variety of cytokines in
wound healing process. These include TGF-β [28], connective
tissue growth factor (CTGF) [15], platelet-derived growth
factors (PDGF) [29], and tumor necrosis factor-alpha (TNF-
α) [30]. Our group has previously shown that pirfenidone had
inhibiting effect on human Tenon’s fibroblasts and reduced
wound healing response in glaucoma filtering site in rabbit
model [17]. The in vitro study showed that the inhibiting effect
of pirfenidone on human Tenon’s fibroblast started at the
concentration  of  0.15mg/ml  and  went  into  plateau  at  the
concentration of 0.3 mg/ml [17]. Furthermore, both slit-lamp
observation  and  histological  analysis  showed  that  topical
administration of 0.1% and 0.5% pirfenidone had no apparent
toxicity in cornea, ciliary body, and retina, with no apparent
irritation to rabbit eye [18].
In  this  study,  we  characterized  the  pharmacokinetic
profile of 0.5% pirfenidone after its topical administration in
rabbit  eyes.  Pirfenidone  in  ocular  tissues  exhibited  short-
terminal half-lives (18 to 72 min). This rapid turnover is not
TABLE 1. OCULAR TISSUE CONCENTRATIONS OF 0.5% PIRFENIDONE SOLUTION AFTER ITS TOPICAL ADMINISTRATION IN RABBIT EYES.
Time
(min)
Cornea (mg/g; Mean
±SD)
Conjunctiva (mg/g;
Mean±SD)
Sclera (mg/g;
Mean±SD)
Aqueous (mg/l;
Mean±SD)
Vitreous (mg/l;
Mean±SD)
2 7.53±0.35 8.87±1.17 1.34±0.05 19.59±7.28 0.30±0.01
5 7.02±0.96 9.14±1.32 1.00±0.53 20.39±6.54 0.47±0.17
8 9.64±0.99 9.62±0.81 2.13±1.02 30.29±9.69 0.50±0.01
10 8.25±0.28 5.63±1.40 0.69±0.35 34.88±11.10 0.36±0.12
15 8.32±1.06 6.43±1.61 1.04±0.34 16.92±1.18 0.51±0.02
20 4.00±1.47 1.46±0.44 0.36±0.13 15.02±6.74 0.14±0.04
30 2.26±1.03 0.98±0.31 0.25±0.16 10.79±3.72 0.12±0.03
60 1.03±0.33 0.73±0.32 0.14±0.10 4.06±2.03 0.08±0.02
90 1.34±0.25 0.57±0.17 0.50±0.09 2.43±0.17 0.05±0.00
120 0.10±0.04 0.19±0.11 0.05±0.03 0.271±0.16 0.05±0.01
SD=standard deviation.
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many other ophthalmic agents such as latanoprost (t1/2 in the
aqueous humor of rabbit=3 h) [31], timolol (t1/2=1.1 h) [32],
and  carteolol  (t1/2=1.5  h)  [33].  Topical  ocular  drug
administration usually allows only a short contact time on the
ocular surface. The duration of drug action may be prolonged
by  formulation  design  (e.g.,  gelifying  formulations,
ointments, inserts).
We were primarily interested in the 0.5% pirfenidone, as
our previous study has shown that this dosage had a significant
effect  in  inhibiting  wound  healing  response  in  glaucoma
filtering site in rabbit model [18]. It should be noted that the
Figure 2. Pirfenidone concentration-time (C-t) profiles in ocular tissues. A-E: The C-t profiles obtained from cornea, conjunctiva, sclera,
aqueous humor, and vitreous, respectively, after topical administration of pirfenidone.
TABLE 2. PHARMACOKINETIC PARAMETERS IN OCULAR TISSUES AFTER TOPICAL ADMINISTRATION OF 0.5% PIRFENIDONE SOLUTION IN RABBIT EYES.
Pharmacokinetic parameters Cornea Conjunctiva Sclera Aqueous humor Vitreous
Tmax (min) 8 8 8 10 15
Cmax (mg/l)* 9.64* 9.62* 2.13* 34.88 0.52
AUC0-t (min•mg/l) 282.03 197.70 46.65 919.84 15.17
AUC0-∞ (min•mg/l) 284.58 206.91 49.34 925.99 19.88
T1/2 (min) 18.26 34.16 39.48 15.71 70.91
Lambda_z (1/min•10–1) 0.38 0.20 0.18 0.44 0.10
        Cmax=observed  maximum  concentration;  Tmax=time  to  Cmax;  AUC0-t=area  under  the  curve  until  the  last  measurable
        concentration; AUC0-∞=area under the curve from 0 to infinity; T1/2=Elimination half-life; and Lambda_z=First order rate
        constant associated with the terminal (log-linear) portion of the curve. *The concentration of pirfenidone in cornea, conjunctiva,
        and sclera is determined as milligrams per gram of tissue.
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in rabbit eyes, given that the rabbit vitreous volume is smaller,
and the retina is thinner, than those in human eyes. The uptake
of pirfenidone in the conjunctiva was very quick, with the
concentration  peaking  after  8  min  (9.62  mg/ml)  and
diminishing to 0.19 mg/ml after 2 h. Therefore, if we assume
that the in vitro environment and in vivo condition are similar,
an initial topical administration of 0.5% pirfenidone may have
a 2-h anti-fibrotic effect on glaucoma filtering region.
Given that pirfenidone has a broad spectrum of anti-
fibrotic  effect,  further  studies  are  needed  to  investigate
whether pirfenidone could offer its potential therapeutic effect
in  fibrosis-related  ocular  diseases  such  as  proliferative
diabetic  retinopathy  and  corneal  wound  healing  response.
These are currently under planning. Our study showed that
pirfenidone could be internalized into conjunctiva, aqueous
humor,  vitreous,  and  sclera,  in  addition  to  cornea.  The
concentration of pirfenidone in vitreous was lower than in the
cornea, but the concentration in aqueous humor was fourfold
at 8 min and threefold at 120 min higher than in cornea. If
pirfenidone is useful for the modulation of corneal wound
response  and  proliferative  diabetic  retinopathy,  it  would
become  necessary  to  characterize  its  ocular  concentration
after subconjunctival and intravitreal administration.
In  summary,  we  show  that  topical  application  of
pirfenidone should be studied further as a modulating method
for wound healing response after glaucoma filtering surgery.
Measurable  concentrations  of  pirfenidone  are  achieved  in
various ocular tissues. Formulation design may be needed to
prolong the duration of drug action. Because of its broad
spectrum  of  activity,  pirfenidone  has  a  potential  for  the
modulation of other ocular wound healing responses as well.
ACKNOWLEDGMENTS
Supported  by  Guangdong  Science  and  Technology  Fund
(Grant  No.  2009B030801193)  and  Medical  Scientific
Research Foundation of Guangdong Province, China (Grant
No.B2009082).
REFERENCES
1. Quigley HA, Broman AT. The number of people with glaucoma
worldwide  in  2010  and  2020.  Br  J  Ophthalmol  2006;
90:262-7. [PMID: 16488940]
2. Sommer A. Doyne Lecture. Glaucoma: facts and fancies. Eye
(Lond) 1996; 10:295-301. [PMID: 8796152]
3. Khaw PT, Chang L, Wong TT, Mead AL, Daniels JT, Cordeiro
MF. Modulation of wound healing after glaucoma surgery.
Curr Opin Ophthalmol 2001; 12:143-8. [PMID: 11224722]
4. Lee  DA.  Antifibrosis  agents  and  glaucoma  surgery.  Invest
Ophthalmol Vis Sci 1994; 35:3789-91. [PMID: 7928175]
5. Mead AL, Wong TT, Cordeiro MF, Anderson IK, Khaw PT.
Evaluation  of  anti-TGF-beta2  antibody  as  a  new
postoperative anti-scarring agent in glaucoma surgery. Invest
Ophthalmol Vis Sci 2003; 44:3394-401. [PMID: 12882787]
6. Newhouse RP, Beyrer C. Hypotony as a late complication of
trabeculectomy. Ann Ophthalmol 1982; 14:685-6. [PMID:
7125461]
7. Jampel  HD,  Pasquale  LR,  Dibernardo  C.  Hypotony
maculopathy following trabeculectomy with mitomycin C.
Arch Ophthalmol 1992; 110:1049-50. [PMID: 1497511]
8. Franks WA, Hitchings RA. Complications of 5–fluorouracil
after  trabeculectomy.  Eye  (Lond)  1991;  5:385-9.  [PMID:
1743353]
9. Higginbotham EJ, Stevens RK, Musch DC, Karp KO, Lichter
PR, Bergstrom TJ, Skuta GL. Bleb-related endophthalmitis
after  trabeculectomy  with  mitomycin  C.  Ophthalmology
1996; 103:650-6. [PMID: 8618766]
10. Parrish  R,  Minckler  D.  “Late  endophthalmitis”–filtering
surgery  time  bomb?  Ophthalmology  1996;  103:1167-8.
[PMID: 8764782]
11. Stamper RL, McMenemy MG, Lieberman MF. Hypotonous
maculopathy after trabeculectomy with subconjunctival 5-
fluorouracil. Am J Ophthalmol 1992; 114:544-53. [PMID:
1309184]
12. Raghu G, Johnson WC, Lockhart D, Mageto Y. Treatment of
idiopathic pulmonary fibrosis with a new antifibrotic agent,
pirfenidone:  results  of  a  prospective,  open-label  Phase  II
study. Am J Respir Crit Care Med 1999; 159:1061-9. [PMID:
10194146]
13. Azuma A, Nukiwa T, Tsuboi E, Suga M, Abe S, Nakata K,
Taguchi Y, Nagai S, Itoh H, Ohi M, Sato A, Kudoh S. Double-
blind, placebo-controlled trial of pirfenidone in patients with
idiopathic pulmonary fibrosis. Am J Respir Crit Care Med
2005; 171:1040-7. [PMID: 15665326]
14. Di Sario A, Bendia E, Svegliati Baroni G, Ridolfi F, Casini A,
Ceni E, Saccomanno S, Marzioni M, Trozzi L, Sterpetti P,
Taffetani S, Benedetti A. Effect of pirfenidone on rat hepatic
stellate cell proliferation and collagen production. J Hepatol
2002; 37:584-91. [PMID: 12399223]
15. Hewitson TD, Kelynack KJ, Tait MG, Martic M, Jones CL,
Margolin SB, Becker GJ. Pirfenidone reduces in vitro rat renal
fibroblast  activation  and  mitogenesis.  J  Nephrol  2001;
14:453-60. [PMID: 11783601]
16. Taniguchi H, Ebina M, Kondoh Y, Ogura T, Azuma A, Suga
M, Taguchi Y, Takahashi H, Nakata K, Sato A, Takeuchi M,
Raghu G, Kudoh S, Nukiwa T, Pirfenidone Clinical Study
Group in Japan. Pirfenidone in idiopathic pulmonary fibrosis.
Eur Respir J 2010; 35:821-9. [PMID: 19996196]
17. Lin X, Yu M, Wu K, Yuan H, Zhong H. Pirfenidone inhibits
proliferation, migration, and collagen contraction of Human
Tenon's Fibroblasts in vitro. Invest Ophthalmol Vis Sci 2009;
50:3763-70. [PMID: 19264889]
18. Zhong H, Sun G, Lin X, Wu K, Yu M. Evaluation of pirfenidone
as a new postoperative anti-scarring agent in experimental
glaucoma surgery. Invest Ophthalmol Vis Sci. 2011 [PMID:
21330661]Forthcoming
19. Kim H, Choi YH, Park SJ, Lee SY, Kim SJ, Jou I, Kook KH.
Antifibrotic effect of Pirfenidone on orbital fibroblasts of
patients  with  thyroid-associated  ophthalmopathy  by
decreasing TIMP-1 and collagen levels. Invest Ophthalmol
Vis Sci 2010; 51:3061-6. [PMID: 20053983]
20. Giri SN, Wang Q, Xie Y, Lango J, Morin D, Margolin SB,
Buckpitt AR. Pharmacokinetics and metabolism of a novel
antifibrotic drug pirfenidone, in mice following intravenous
Molecular Vision 2011; 17:2191-2196 <http://www.molvis.org/molvis/v17/a237> © 2011 Molecular Vision
2195administration.  Biopharm  Drug  Dispos  2002;  23:203-11.
[PMID: 12116052]
21. Bruss ML, Margolin SB, Giri SN. Pharmacokinetics of orally
administered pirfenidone in male and female beagles. J Vet
Pharmacol Ther 2004; 27:361-7. [PMID: 15500575]
22. Braim AEP, MacDonald MH, Bruss ML, Stanley SD, Giri JK,
Giri SN. Pharmacokinetics and clinical effects of pirfenidone
administered intravenously in horses. Am J Vet Res 2008;
69:952-60. [PMID: 18593250]
23. Bruss  ML,  Stanley  SD,  Margolin  SB,  Giri  SN.
Pharmacokinetics and metabolism of intravenous pirfenidone
in sheep. Biopharm Drug Dispos 2008; 29:119-26. [PMID:
18176939]
24. Shi S, Wu F, Chen H, Chen H, Wu J, Zeng F. Single- and
multiple-dose  pharmacokinetics  of  pirfenidone,  an
antifibrotic  agent,  in  healthy  Chinese  volunteers.  J  Clin
Pharmacol 2007; 47:1268-76. [PMID: 17906160]
25. Taniyama M, Ohbayashi S, Narita M, Nakazawa R, Hasegawa
S, Azuma N, Teraoka S, Ota K, Yamauchi S, Margolin SB.
Pharmacokinetics  of  an  antifibrotic  agent,  pirfenidone,  in
haemodialysis  patients.  Eur  J  Clin  Pharmacol  1997;
52:77-8. [PMID: 9143872]
26. Tokura T, Oku H, Tsukamoto Y. Pharmacological properties
and  clinical  effects  of  the  antifibrotic  agent  pirfenidone
(Pirespa (R)) for treatment of idiopathic pulmonary fibrosis.
Nihon  Yakurigaku  Zasshi  2009;  134:97-104.  [PMID:
19672005]
27. Macías-Barragán J, Sandoval-Rodríguez A, Navarro-Partida J,
Armendáriz-Borunda J. The multifaceted role of pirfenidone
and  its  novel  targets.  Fibrogenesis  Tissue  Repair  2010;
3:16. [PMID: 20809935]
28. Iyer SN, Gurujeyalakshmi G, Giri SN. Effects of pirfenidone
on transforming growth factor-beta gene expression at the
transcriptional  level  in  bleomycin  hamster  model  of  lung
fibrosis. J Pharmacol Exp Ther 1999; 291:367-73. [PMID:
10490926]
29. Gurujeyalakshmi  G,  Hollinger  MA,  Giri  SN.  Pirfenidone
inhibits PDGF isoforms in bleomycin hamster model of lung
fibrosis  at  the  translational  level.  Am  J  Physiol  1999;
276:L311-8. [PMID: 9950894]
30. Oku  H,  Nakazato  H,  Horikawa  T,  Tsuruta  Y,  Suzuki  R.
Pirfenidone suppresses tumor necrosis factor-alpha, enhances
interleukin-10 and protects mice from endotoxic shock. Eur
J Pharmacol 2002; 446:167-76. [PMID: 12098599]
31. Sjöquist B, Basu S, Byding P, Bergh K, Stjernschantz J. The
pharmacokinetics of a new antiglaucoma drug, latanoprost, in
the  rabbit.  Drug  Metab  Dispos  1998;  26:745-54.  [PMID:
9698288]
32. Ohtori R, Sato H, Fukuda S, Ueda T, Koide R, Kanda Y, Kiuchi
Y, Oguchi K. Pharmacokinetics of topical beta-adrenergic
antagonists  in  rabbit  aqueous  humor  evaluated  with  the
microdialysis method. Exp Eye Res 1998; 66:487-94. [PMID:
9593641]
33. Urtti A. Challenges and obstacles of ocular pharmacokinetics
and drug delivery. Adv Drug Deliv Rev 2006; 58:1131-5.
[PMID: 17097758]
Molecular Vision 2011; 17:2191-2196 <http://www.molvis.org/molvis/v17/a237> © 2011 Molecular Vision
Articles are provided courtesy of Emory University and the Zhongshan Ophthalmic Center, Sun Yat-sen University, P.R. China.
The print version of this article was created on 15 August 2011. This reflects all typographical corrections and errata to the
article through that date. Details of any changes may be found in the online version of the article.
2196